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1)13 Responsive to communication(s) filed on 03 October 2006 . 
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Application Papers 
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DETAILED ACTION 
Response to Arguments Regarding 
Claim Rejections - 35 USC §112 

1 . The rejections, of claims 36-42 and 1 9-34, cited in the Office Action dated May 9, 
2006, have been overcome by Applicant's amendment in the reply filed October 3, 
2006. 

Claim Objections 

2. Examiner suggests that Applicant submit a larger font for the ring system 
substituents in Claim 36, and for the compounds in claim 43. 

Election/Restrictions/Rejoinder 

3. Claims 36-46 are directed to an allowable product. Pursuant to the procedures 
set forth in MPEP § 821 .04(B), claims 47-63, directed to the process of making or using 
an allowable product, previously withdrawn from consideration as a result of a restriction 
requirement, are hereby rejoined and fully examined for patentability under 37 CFR 
1.104. 

Because all claims previously withdrawn from consideration under 37 CFR 1 .142 
have been rejoined, the restriction requirement as set forth in the Office action 
mailed on September 20, 2005 is hereby withdrawn. In view of the withdrawal of the 
restriction requirement as to the rejoined inventions, applicant(s) are advised that if any 
claim presented in a continuation or divisional application is anticipated by, or includes 
all the limitations of, a claim that is allowable in the present application, such claim may 
be subject to provisional statutory and/or nonstatutory double patenting rejections over 
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the claims of the instant application. Once the restriction requirement is withdrawn, the 

provisions of 35 U.S.C. 121 are no longer applicable. See In re Ziegler, 443 F.2d 121 1. 

1215, 170 USPQ 129, 131-32 (CCPA1971). See also MPEP§ 804.01. 

Claim Rejections - 35 USC § 112, first paragraph 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the 
manner and process of making and. using it, in such full, clear, concise, and exact 
terms as to enable any person skilled in the art to which it pertains, or with which 
it is most nearly connected, to make and use the same and shall set forth the 
best mode contemplated by the inventor of carrying out his invention. 

4. Claims 48-49 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for "treating", does not reasonably provide 
enablement for "preventing". The specification does not enable any person skilled in 
the art to which it pertains, or with which it is most nearly connected, to practice the 
Invention commensurate in scope with these claims. Applicant is entitled to treatment 
or treating, not "prevention" or "preventing". 

5. Claims 47-54 and 56-63 are rejected under 35 U.S.C. 112, first paragraph, as 
failing to comply with the enablement requirement. The claims contains subject matter, 
which was not described in the specification in such a way as to enable one skilled in 
the art to which it pertains, or with which it is most nearly connected, to make and/or use 
the invention without undue experimentation. 

Claims 47-54 and 56-63 are directed to a method of treating inflammatory 
disease associated with tryptase activity and Factor Xa activity, chronic asthma, 
arthritis, ocular conjunctivitis, inflammatory bowel disease, lung disease, fibrosis, liver 



Application/Control Number: 10/616.141 Page 4 

Art Unit: 1624 

cirrhosis, myocardial fibrosis, hypertrophic scars dermatitis, psoriasis, stroke, angina, 
periodontal disease, tumor growth, ulcers and viral infections diseases. In light of this, it 
can be asserted that in spite of the vast expenditure of human and capital resources in 
recent years, no one drug has been found which is effective in treating all types of 
treating inflammatory disease associated with tryptase activity and Factor Xa activity, 
chronic asthma, arthritis, ocular conjunctivitis, inflammatory bowel disease, lung 
disease, fibrosis, liver cirrhosis, myocardial fibrosis, hypertrophic scars dermatitis, 
psoriasis, stroke, angina, periodontal disease, tumor growth, ulcers and viral infections 
diseases. In re Hozumi, 226 USPQ 353 (ComrPats 1985). 

The determination that "undue experimentation" would have been needed to 
make and use the claimed invention is not a single, simple factual determination. 
Rather, it is a conclusion reached by weighing all the above noted factual 
considerations. In re Wands, 858 F.2d at 737, 8 USPQ2d at 1404. 

There are many factors to be considered when determining whether there is 
sufficient evidence to support a determination that a disclosure does not satisfy the 
enablement requirement and whether any necessary experimentation is "undue". 
These factors include, but are not limited to: 

(A) The breadth of the claims; 

(B) The nature of the invention; 

(C) The state of the prior art; 

(D) The level of one of ordinary skill; 

(E) The level of predictability in the art; 

(F) The amount of direction provided by the inventor; 

(G) The existence of working exaniples; and 

(H) The quantity of experimentation needed to make or use the invention 
based on the content of the disclosure. 
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The breadth of the claims 

The breadth of the instant claims is seen to encompass methods for treating 

inflammatory disease associated with tryptase activity and Factor Xa activity, chronic 

asthma, arthritis, ocular conjunctivitis, inflammatory bowel disease, lung disease, 

fibrosis, liver cirrhosis, myocardial fibrosis, hypertrophic scars dermatitis, psoriasis, 

stroke, angina, periodontal disease, tumor growth, ulcers and viral infections by 

administering to a patient in need of such treatment a therapeutically effective amount 

of the compound claim. Applicant failed to exactly defined what types of 

neurodegenerative diseases are treated. Thus, the claims are extremely broad. 

The nature of the invention 

The nature of the invention is the treatment of inflammatory disease associated 

with tryptase activity and Factor Xa activity, chronic asthma, arthritis, ocular 
conjunctivitis, inflammatory bowel disease, lung disease, fibrosis, liver cirrhosis, 
myocardial fibrosis, hypertrophic scars dermatitis, psoriasis, stroke, angina, periodontal 
disease, tumor growth, ulcers and viral infections through the use of the claimed 
compound and derivatives thereof. Currently, there are no known agents that treat 
Alzheimer's and neurodegenerative diseases all inclusively. 

The level of predictabilitv in the art 

The treatment of inflammatory disease associated with tryptase activity and 

Factor Xa activity, chronic asthma, arthritis, ocular conjunctivitis, inflammatory bowel 
disease, lung disease, fibrosis, liver cirrhosis, myocardial fibrosis, hypertrophic scars 
dermatitis, psoriasis, stroke, angina, periodontal disease, tumor growth, ulcers and viral 
infections is highly unpredictable. It is well established that "the scope of enablement 
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varies inversely with the degree of unpredictability of the factors involved," and 
physiological activity is generally considered to be an unpredictable factor. See In re 
Fisher, 427 F.2d 833, 839. 166 USPQ 18. 24 (CCPA 1970). 
The amount of direction provided by the inventor. 

The applicant has not demonstrated sufficient guidance provided in the form of 
administration profiles, combination ratios of the active agents or reference to the same 
in the prior art to provide a skilled artisan with sufficient guidance to practice the instant 
treatment of inflammatory disease associated with tryptase activity and Factor Xa 
activity, chronic asthma, arthritis, ocular conjunctivitis, inflammatory bov/el disease, lung 
disease, fibrosis, liver cirrhosis, myocardial fibrosis, hypertrophic scars dermatitis, 
psoriasis, stroke, angina, periodontal disease, tumor growth, ulcers and viral infections 
claimed. Further, the applicant discloses that an effective amount of the compound will 
be administered (see specification) without providing any direction other than that the 
compounds of the invention have a high therapeutic index and follows this with a 
definition readily found in a basic pharmacology textbook. It should be noted that the 
therapeutic index of a drug in humans is almost never known and is only detemnined 
through clinical experience. 
The existence of working examples. 

There is not seen in the disclosure, sufficient evidence to support Applicant's 
claims of treating inflammatory disease associated with tryptase activity and Factor Xa 
activity, chronic asthma, arthritis, ocular conjunctivitis, inflammatory bowel disease, lung 
disease, fibrosis, liver cirrhosis, myocardial fibrosis, hypertrophic scars dermatitis, 
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psoriasis, stroke, angina, periodontal disease, tumor growth, ulcers and viral infections. 
A conclusion of lack of enablement means that, based on the evidence regarding each 
of the above factors, the specification, at the time the application was filed, would not 
have taught one skilled in the art how to make and/or use the full scope of the claimed 
invention without undue experimentation. In re Wright, 27 USPQ2d 1510 (CAFC). The 
disclosure does not demonstrate sufficient evidence to support the applicant's claim to 
the treatment and methods in inhibition. There are not sufficient working examples or 
data from references of the prior art to provide a nexus between those examples and a 
method of treating inflammatory disease associated with tryptase activity and Factor Xa 
activity, chronic asthma, arthritis, ocular conjunctivitis, inflammatory bowel disease, lung 
disease, fibrosis, liver cirrhosis, myocardial fibrosis, hypertrophic scars dermatitis, 
psoriasis, stroke, angina, periodontal disease, tumor growth, ulcers and viral infections 
with the claimed compound. 
The level of one of ordinarv skill. 

The level of skill is that of one with a doctoral understanding of inflammatory 
disease associated with tryptase activity and Factor Xa activity, chronic asthma, 
arthritis, ocular conjunctivitis, inflammatory bowel disease, lung disease, fibrosis, liver 
cirrhosis, myocardial fibrosis, hypertrophic scars dermatitis, psoriasis, stroke, angina, 
periodontal disease, tumor growth, ulcers and viral infections therapeutics. 
The quantity of experimentation. 

A great deal of experimentation is required. In order for there to be a method of 
treating inflammatory disease associated with tryptase activity and Factor Xa activity, 
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chronic asthma, arthritis, ocular conjunctivitis, inflammatory bowel disease, lung 
disease, fibrosis, liver cirrhosis, myocardial fibrosis, hypertrophic scars dermatitis, 
psoriasis, stroke, angina, periodontal disease, tumor growth, ulcers and viral infections 
generally, as claimed by the applicant, it would be necessary to show that a vast range 
of different types of inflammatory disease associated with tryptase activity and Factor 
Xa activity, chronic asthma, arthritis, ocular conjunctivitis, inflammatory bowel disease, 
lung disease, fibrosis, liver cirrhosis, myocardial fibrosis, hypertrophic scars dermatitis, 
psoriasis, stroke, angina, periodontal disease, tumor growth, ulcers and viral infections. 
Furthermore, direction, in the form of examples, must be shown to determine what an 
effective dose may be. The references submitted do not demonstrate this. Therefore, 
one of ordinary skill in the art would require a significant amount of experimentation in 
order to determine the effective dosage to treat the multitudes of different types of 
inflammatory disease associated with tryptase activity and Factor Xa activity, chronic 
asthma, arthritis, ocular conjunctivitis, inflammatory bowel disease, lung disease, 
fibrosis, liver cirrhosis, myocardial fibrosis, hypertrophic scars dermatitis, psoriasis, 
stroke, angina, periodontal disease, tumor growth, ulcers and viral infections with the 
claimed compound individually or in combination with other therapeutic agents. 

Thus, it can be safely concluded that the instant case falls to provide an enabling 
disclosure for the treatment of inflammatory disease associated with tryptase activity 
and Factor Xa activity, chronic asthma, arthritis, ocular conjunctivitis, inflammatory 
bowel disease, lung disease, fibrosis, liver cirrhosis, myocardial fibrosis, hypertrophic 
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scars dermatitis, psoriasis, strol<e, angina, periodontal disease, tumor growth, ulcers 
and viral infections. 

Conclusion 

The compounds, and the pharmaceutical composition in Claims 36-46 and 55 
were not found to be obvious nor anticipated by the prior art of record. The prior art 
does not teach or suggest the 1-aroyl-piperidinyl benzamidine compounds substituted in 
the manner in the presently claimed compounds. Therefore, these claims are 
allowable. 

Claims 36-63 are pending. Claims 47-54 and 56-63 are rejected. Claims 36-46 
and 55 are allowed. 

Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to PAUL V WARD whose telephone number is 571-272- 
2909. The examiner can normally be reached on M-F 8 am to 4 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James O Wilson can be reached on 571-272-0661. The fax phone number 
for the organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published^applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 




